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ALLEGRA®

(fexafenadine hydrochioride)

Capsules and Tablets
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name (2}-4-{1 hydroxy-4-{4-(hydroxy-
diphenyimer~1-T-pipenidinyl]-butyt]-a,
a-dimethyl oenzensacstic acid hydro-
chioride. it has the fotlowing chemical
structure
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The molecular werght is 538.13 and the
empincal (ormuta is CyyHagNOHCIL.
Fexotenadine is @ whits to

in agueous media af physiokg-

ALLEGHA is formulated as a capsule or
tablet for oral administration. Each
capsule contains 60 myg fexolenadine
hydrochloride and the following excipi-
gnts: croscarmeliose sodium, gelatin,
lactose, microcrystating coil
pregelatinized starch. The prnted rzpsule
shell is made from gelatin, iron oxide,
silicon dioxide, sodium layry! sulfats,
titarum dioxide, and other ingredients.
Each tablet contains 30, 60, or 180 mg
fexafenadine hydrocilonde (depending on
the dosage strength) and the foliawing
excipients: croscarmaliose sodium, mag-
nastm stearate, mucrocrystalline celiu-
lose, and pregefatinized starch. The
aqueous tablet film coaling is made from
hydroxypropyl methyiceliuiose, iron oxide
Dlonds uoiyofnylmz giycol, povidone,
sificont ide, and ttamum dioxide

BUIII:N. PHARMACOLOEY

Fexofenadine hydrochionds is an antiist-

amnie with Selective penpheral M-

receptor  antagonrst  activity. Bol}z
pr .

nge dispiayed approximately equipotent
antirstaminic effects. Fexofenading inhid-
ited histamine reisase from pertonea
mast cefls 1n qats. In laboratory ammals,
no anticholinargic, aipha-adrenergic or
beta-adrenergic-receptor bocking effects
were obiserved. No sedative or other
central nervous system effects were
observed. Radiotabeled tissue distnbution
studies in rats wdicated that fexolenadine
does not ¢ross the biood-brain barrier.

Absarption:
Fexofenadine hydrochionde was rapidly
absorbed following oral admunistration of
& single dese of two 60 mg capsules to
healthy male volunteers with a mean time
1o maximum plasma concentration occur-
fing at 2.6 hours post-gose. After admin-
stration of a single 60 mg capsule to
heaithy subjects. the mean maximum
plasma concentranon was 131 ag/mL.
Following single dose oraf agministrations
of either the 60 and 180 mgq tabtet to
healthy, adult male volunteers. mean
maximum plasma concentrations were
142 and 494 ng/mL. respectivety. The
tablet formuiabons ase bioequrvalent 1o
the capsuie when agmimistered at equal
doses. Fexgienadine hydrochionde phar-
macokinetics are linear for oral doses up
to a totat daiy dese of 240 mg 1120 mgq
wice daiy)

Distribution:

“exotenadine hydrochlonae s 50% to

70° bound 10 plasma proteins. primarity

aibumin and o ,-acid giycoprotemn

Elimination;

The mean elimination haif-tte of texafena-

dine was 14.4 hours tollowing administra-

mn tion of B0 mg, twica daily, in normat volun-
1S,

Human mass balance stidties documented

olammnmamymmn%

component unabsorbed drug
w mun biary sxcretion.

N»ﬂmm.-(e!y 5% of the total oral dosa
wis X

Special Peguistions:

Speciat i

in seasonal
dllergic rhinitis and chronic idiopathic

urticania patients were
Gmsub‘s.m . ln ufdor subjects
onmmm amm mog

in normal (<85 years
old) Mean elimination haif-iives were
similar to thoss observed In norma vohin-
teers.
Pediatric Patiemts. Cross study compar-
isoas indicated that fexofenadine hydro-
chionde area under the curve (AUC)
fokowing orai administration of a 60 mg
dose lo 7-12 year oid pediatric abergic
rhinitis vallom: was 56% greater

hadmx adult subjects given
ma same cnsa lasma exposure in
given 30 my fexofena-

dine mmaummmmamrs
mlw in g.ents with mid

to moderate (crnﬂmm clearance
41-80 mU/min} and severs {creatining
demm 1-40 mUmun) rsaal impair-
iovds of 'exofulamr

and 72% lonqor mspectmty than
observed in normal volunteers. Peak
plasma levels in patients on dialysis
éz e clsarance <10 mi/min} were
"% greater and half-iife was 3% longer
than obsarved in normal volunteers
Based on increases in bicavailability and
haif-iile, a dose of 60 mg once daily s
recommended as the stamn dose in
patients with deci function
See DOSAGE AND AOMINISTRATION)
Impairment. The pharmacoki-
netics of fexofenadine hydrochioride in
patisnts with hepatic dissase did not differ
subshnnalw from that observed in heaithy

Emd ll Gender. Across several trials, no
clinically significant gender-related differ-
encas were observed in the pharmacoki-
netics of fexotenadine hydrochtoride.

Phanmacsdyramics

Whea! sad Fiare. Human histamine skin
wheal and flare studies foliowing single
and wice daily dases of 20 and 40 mg

that the drug exhibits an antihistamine
effect by 1 hour, achieves maximum effect
at 2 to 3 haurs, and an effect is still seen
at 12 hours. There was no evidence of
tojerance to these effects after 28 days of
dosing.
Histamine skin wheat and flare studies in
7 to 12 year ok patients showed that
foliowing & single dose of 30 or 60 mg,
antihistamine effect was observed at
1 hour and reached 2 maximum by
3 hours. Greater than 49% inhibitiony of
wheal area, and 74% inhibition of flare
area were maintained for 8 hours
foltowing the 30 and 60 mg dose.
Effects oa QT in dogs mg/kg/oratly
twice 3 day), ano in rabbits {10 mg/kg,
infused intravenously over 1 haur)
fexofenadine hydrochioride  did not
protong 01’ In Jogs the plasma fexofena-
dine concétration was approximately
§ times the therapeutic plasma concentra-
hons in adults receiving the maximum
recommended daily oral dose. In rabbits.
the plasma fexolenadine concentrahon
was_approwimatety 20 bmes the thera-
peutic plasma concentration in aduits
secewving the manmum recommended
daily oral dose. No effect was observed on
caiciym chanre: current, delayed gotas-
sium channel current, or action potential
durahon in guwea pig myocytes. sodium
current i rat neonatai myocytes, of on
several defayed rectitier polassium
Channels cloned from human heart at
concentrations up 0 1 x 10°5M of
fexofenadine hydrochlonde
No staushcafty significant increase in
mean QT. interval compared to placebo
was ofisérved m 714 seasonal affergic
rhimtis  patients  given  fexofenading
hyarochiride capsules in doses of 60 to
240 mg twce daily for two weeks
Pediatnc patients from two placeno
controlled tnais (n=855) treated with up to
60 mg fexofenadine hydrochionide twice
daily demonstrated na significant treat-
mez* ~r Anse-refated increases in QT In
agdun. Ao sfatistically  sigmificant
increase i mean QT . interval compared to
olacebo was oaservzd 0 40 heaithy vorun-
1eers given texofenadine hydrocniornide as
an oral soiution at doses ug to 400 mg
twice daily for & days, or in 231 hwmv

given
nde 240 mg once daily tor 1 year.

Atlergic Ahinitis:
noMres 7 ywes  veydeentys
cangomized. A0UGIE-Ohnd. PIACH
‘roded tnais n natents 12 1 &8
dys witn  ssasonal allergic mmms
&1):1534), fexofenadine hydrochioride
mg twice daily significantly reduced
total symptom scores {the sum of the
individual scores for sneezing, thinarrhea,
palate/tty

maintained
lmlz-hwrlmrvd In thess
studies, there was no additional reduction
i total symptom scores with higher doses
of fexofenadine hydrochioride up to
240 myg twice daily.

In one 2-week, multicenter, randomized,
w‘mmmlnmum
65 yoars of g::
rhinitis n=asa), I‘uxo'uudm hydroch
rr::‘a 180 mg once daily significantty

luced total symptom scores (the sum of
mnmdudmforsvpu}m, -
thea, ficty
eycs comparsd o placebo. the

r of patients in some of the
suoqrnuos was small, there ware no
t diffeconces in the effact of

fsmmnamnc hydrocmonde 21085
subgroups of patients defined by gender,
age, and race. Onset of action for raduc-
tion in total symptom scores, axcluding
nasal congestion, was obsarved at
60 minutes compared to placsbo

a 60 mg
doss administered to patients with
seasonal allmlc rhinitis who were
iien in an environ-
mental upusum unit. In one clinical trial
conducted with ALLEGRA 60 mg
capsules, and in one clinical trial
conducted with ALL"GRA-0 extended
relsase tablets, onset /f action was seen
within 1 to 3 hours.
Padiatrics. Two 2-week mumum‘aar.

and 60 mg twice daify. in one of these two
studies, conducted in 411 pediatric
patients, ail three dases of fexofenadine

rochionde significantly reduced total
symptom scores (the sum of the
individuat scores for ng, i ,

itchy nose/ red
gyes) compared to placebo, hawever 2
dose response relationship was nat seen.
The 60 mg twice dany dase dld not
any additional benefit

mQ twee daily dose. Fulmurnore
axnosummqedﬂmcmomswvmwm
fexofenadine e

is compa
to auunsumgwm 60 mg (ses CLINICAL

Chronic: diopativic lirticarta:
Two 4-week muiticenter, randomized,
dau lind, placebo-controtied clinical
four different doses of
!oxnlanadmo hydrochionde BDM (20 80,
120, and 240 mg twice daily) to placebo in
patients aged 12 to 70 ;ears mm chronic
idiopathic umcam (n=/26) EMcacy w:s
demonstrated

mean pruritus seoms (MPS)
numborofwnws MNW), andmunmﬁl

Vnptnm res (| . the sum of the
PS and MNW score). AMOUM 2l four
doses wers annmcarmy superior to
placebo, reduction

greater
and efficacy was maintained over the
entire 4-week (treaiment period with
fexofenadine hydrochlonide doses of
> mg twice daily. Howsver. no
additional benefit of the 120 or 240 mg
fexofenadine hydrochloride twice daily
dose was seen over the 60 mg twice daily
dose in reduting symptom scores. There
were no significant differances in the
effect of fexafenadine hydrochioride
across subgroups of patients defined by
gender, age, waight, and race.

INDICATIONS AND USAGE

ALLEGRA is indicated for the relief of
symptoms  associated with seasonat
allergic rhinitis in adults and chitdren
& years of age and okder. Symptoms traated
effectively were sneezing, rhinorthea, itchy
nose/palate/throat. tcty/watery/red eyes.

ALLEGRA is wdicated for treatment of
uncomplicated skin manifestations of
chronic idiopathic urticaria in adults and
chitren 6 years of age and older. it signif-
icantly reduces pruritus and the numoer of
e3is.

CONTRAINDICATIONS

ALLEGRA is contraindicated in gatients
with known hypersensitvity to any of its
ingregients

PRECAUTIONS
onysIs_and

Fexotenading hydrochionde nac been
shown to exhibit minimal (Ca. %) metao-
glism. However, co-administration of
fexofenadine fydrochioride with ketocona-
and romycin led to increased
of fexofeiau.... Lydrochio-
ide. Fexofenadine hydrochioride had no
eﬂm on the pharmacokinetics of
ey, ,cin and azole. in twe
separate studies, fexofenadine hydrocnio
ride lzommmw two times the
recommendsd twice daity dose) was
el e1Y
500 mg ever 2 haurs or ke '*wazcle
400 mg once aaﬂy under steady-state

conditions to normal, volunteers
(n=24, each study) No di rences in
adverse mnsm or QT izt

tered faxofanadine f

in combination_with erythroi
ketoconazole. The findings of these
studies are summarized in the fallowing
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range of plasma levele “~“ioved
mmﬂ puﬂmtm‘hd chimcal mals
Tm med'ﬂmsm of these interactions b
been evaisted in in witro,_in site, and m
vive animal models. These studies
indicate that ketoconazole of erythromycin
enhances

gastmm absarption. /n vivo amimal
studies also suggest that in addition to

gastrointestinal secrer{m while erythro-
mycin may also decrease m‘hary excretion.

ration of 120 mg of fexofenadine
gdmuﬂorm {2 x 60 mgq capsule) within
minutes of an aluminum and magne-
sium containing  antacid  (Maalox™
decreased fexofenadine AUC Dy 41% and
by 43%. ALLEGRA should not be
u%'n closely in time with aluminum and
Mmagnesium cantaining antacids.

Carci M : .

The carcimagenic potental and reproduc-
tive toxicity of fexofenadine hydrochionds
were assessed using terfenadine studies
with adequate fexofenadine hydrochionde
exposure (based on plasma area-under-
the-concentration vs. time '3''7)] vaiues)
No evidence of carcinogenicity was
Qbserved in an 18-month study m mice
and in a 24-month study in rats at orai
doses up 1o 150 mg/kg of terfenadine
(which led to fexatenadine exposures that
were respectively approximately 3 ang
5 times the expasure from the maximum
recommended daily oral dese of fexofena-
dine hydrochlonde i aduits and chiidren
in in witro_(Bacterial Reverse Mutaton
CHO/HGPRT Forward Mutation. ano Rat
Lymphacyte Chromosomal Aberration
assays) and in vivo (Mouse Bone Marrow
Micronucleus assay) fests. fexofenading
nydrochlonde revealed no ewdence of
mutagenicity.

in rat fertility studres. dose-related reduc-
tions in impiants and increases 0 postim-
plantation losses were abserved at an oral
dose of 150 mg/kg of tertenadine iwhicn
led to fexofenadine hydrocnlonds
exposures that were aporoximataly
3 times the exposure of the maximum
recommended daily oral dose of faxofena-
dine hydrochionae i adults).

Pregnancy .
Toratogenic Efe..s' Categocy C. There
was no ewdence of teratogeruuily «a fats
or rabbits at orai doses of terfenading up
t0 300 mg/kg (winch led to tev~*anading
exposures that were approximaiei; 4 ang
31 times. respectively, the exposure trom
the maximum recommendeg daily aral
dose of texofenadin in aduits)
There are no adequate ana well controited
studies i pregnant women Fexofenadine
should be used duning pregnancy of
the potential benefit justifies the ooterta’
risk 0 the fetus

ic Efects. D

decreases i pup waight gain and sum'a*
were observed in rats sxposed 19 3n o
dose of 130 mg/kg of tertenading 13pprcs-
imately 3 times the maximum recom-
mended daly oral dose of fexotenadme
hyarochionde in adults baseg on compar-
150 of fexofenadine hydrcehtarie &1JCs.

There are no adequate ana well-controned
studies in womea dqunng actahicr
Because many drugs ar2 excrated
fluman mik. cauhon should e exercisad
“hen  fexotenadine hvdcochioriae 3
a07ministered 1o 2 nursing woman
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and on the safety profile of texofenadii
hvdrochioride in both aduft and pediatrc
pausiite 3t doses equal to or higher than

the led doses.

The safety of ALLEGRA tablets at a dose of
;Oa mmmmm 11 years of
b ~sbo-controlied 2-week

L
ag.mond 5 rhinitis triais. The safety

cokinetic comparisons in adults_and
chitdren. effectiveness of ALLEGRA

course, pal i and
drug's effect are substantialy similar in
children to that of aduit patients.

The safety and effectiveness of ALLEGRA
in pediatric patients under 6 years of age
have not been established.

Climical studies of ALLEGRA tablsts and
capsules did not include sufficient
numbers of subjects aged 65 years and
over to daenn"l'm W”;Knu; shis population
responds _ difteran! oM younger
patients. Other reported clinical experi-
ence has not idsntified differences in
responses ugnetwﬁ“n é"' geriatric maf':l
inger patients. This drug is known
gu excretad by the kidney, and
the risk of toxic reactions to this drug may
be greater in patients with impaired renal
function. Becauss siderly pahemts are
more likely to have decreased renal
function, care should be taken in
selection, and may be useful to monitor
ronal function. (See CLINICAL PHARMA-
COLOGY)}
ADVERSE REACTIONS

Adwits. In placebo-cantroiled seasonal
altergic rhinitis clinical triais in patients
12 years ot age and alder, witich inctuded
243} patients recsiving fexofenadine
hydrochionde capsules at doses of 20 mg
t0 240 mg twice daly, adverse events
were simifar n fexofenadine hydrochio-
ride and piacedbo-treated patients. Al
adverse avents that ware reported by
greater than 1% of patients who received
the racommended daily dose of fexofen-
adine hydrochloride (60 mg capsules
twice darly), and that wers more cammon
with fexgfenadine hydrochlonde than
placebo, are listed in Tabie 1
in a placebo-controlied chnical study i
the United States, which included
570 patients aged 12 years and oider
receiving fexofanadine hydrochioride
tablets at doses of 120 ar 180 mg once
daily, adverse evenls wers similar in
fexofenadine hydrochlonde and placebo-
treated patients. Tabie 1 aiso lists adverse
sxperiences that were reported by greater
than 2% of patients Irealed with fexofena-
dine hydroctioride tablets at doses of
180 mg once daily and that were more
common with fexotenading hydrochioride
than placeto
The incidence of adverse events, wcluding
drowsiness, was not dose-related and was
similar acrass subgroups defined by age.
gender. and face.

Table 1

Adverss exgerionces in patisats ages
12 years and otder reporied in placebo-
controlied seasonal allergic rhinitis
citnical trials in the United States
Twice daify dosing with texolenadine
capsuias at rates of greater thae 1%

) Fexofenadine
80 mg Placebe
Twice Daly  Twice Daily

Adverse 0 0
experience {n=679) in=671)
Viral tnlection

{cold. fu) 25% 15%
Nausea 16% 5%
Dysmenorrhea 15% 0.3%
Orowsiness 1 3% 2.98%
Dyspensia 13% 0.6%
Fatigue 13% 9%

Once daily dosing witk texofenadine

hydrochloride taglets
at rates af greatar than 2,
Fexotenadine
180 mg

Adverse once daily  Placebo
experignce n=283)  (n=293)
Headache 10.6% 7.5%
Upper Respiratory

Tract infection 3% 3%
Back Pain 28% 1.4%
The freq and magnituds of labora-
tory ties wera simitar in faxafen-

adina hydrochloride and placebo-treated
tients,

which were by greater

u;dncms freated  with  fexofenadine
drochioride tablets at a dose of 30 mg
twice daily in placed ed seasonat
al thinitis studies in the United States
and da that were more common with
fexofenagine hydrochioride than placebo.

Table 2
Advorss expacionces reported in
m—emq::mldw
Eummu&"m”':
at rates of greater than 2%
Fexofenadine

30 mg
Adverse twice daily  Placedo
expanence (7=209)  (n=229)
Headache 7.2% 6.6%
Accidental Injury 29% 1.3%
Coughing 3.8% 1.3%
24% 0.9%
Pain 2.4% 0.4%
Otitis Media 24% 0.0%
Upper Respiratory
Tract Infaction 4.3% 1%

Adverse events ceparted by patents
12 years of age and oider in plac Lo-
controfted chronic idiopathic urticaria
studies were simitar to those reported in
placebo-controlied  seasonal  aliergic
rhinitis studies. In placebo-controiled
chroaic idiepathic urticania clinicat tnals,
which included 726 patients 12 years of
age and older receiving fexofenadine
hydrochloride tablets at doses of 20 to
240 my twice daily, adverse events were
i ride and

hydrochiori
placsbo-treated patients. Tabie 3 lists
adverse experiences in patients aged
12 years and older which were

ment of chronic idiopathic urticana in
pediatric patients 6 to 11 years of age is
based an the safety profile of fexofenadine
hydrochionde in adults and adolescent
patients at doses equat to or higher than
lrjne’recommsndad dose (see Pediatnc
s8).

cantrelied chromic idiopathic o
studins in the United Stsies and Casada
#1 rates of greater than 2%
Fexofenadine
80 mg
Adverse twice daily  Placebo
expanance (n=186]  (n=178)
Back Pain 2.2% 1%
Sinusitis 22% 1.1%
Dizziness 2.2% 06%
Drowsiness 22% 0.0%
OVERDOSAGE

Reports of fexolenadine hydrochloride
overdose have been infrequent and
contain limited tnformation. However,
dizziness, drowsiness, and dry mouth
have been reported. Singie doses of
fexofenadine hydrochioride up ta 800 mg
{six narmal voiunteers af this dose fevel).
and doses up to 690 mg twice daily for
t month (three nafmal volunteers at this
dose level) or 240 mg once daily for | year
(234 normat volunteers at this dose level)
were admimistered without the develop-
ment of chnically sigmificant adverse
events as compared lo placebo

in the event of overdose, consider
standard measures to remove any
unabsorbed drug. Symptomatic and
supportive treatment 1s recommenced
Hemodialysis did not effectively remave
fexofenadine hydrochionde from bloog
{1.7% remaved) following tertenadine
adrmunistration

No geaths occursed at oral doses of
fexofenadine  hydrochiende up 10
5000 mg/kg 1 mice {110 times the
maximum recommende daity oral dose i
adults and 200 times the maximum
recommended daily oral dose in children
based on me/m2) and ug to 5000 mg/kg in
fats (230 times the maxmum recom-
mended daity oral dose n adufts and
400 times the maximum secommended
daily oral dose in cinidren based on
mgm2; Additionally. no clmical signs ot
toxicity or grass 2athological finangs
were observed. In dogs, no evigence of
loxicity was ooserved at oral doses up 10
2000 mgikg {300 times the maamum
recommended dady oral dose in adults
and 530 tmes the maxomum recom-
mended dailv oral dose in chiidren tased
o0 mg/me}

DOSAGE AND ADMNHSTRATION

Aduits and Cil 12 Yoars and Oider.
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, OF once a

g:se m‘:w om;odwy}'sng mmmeﬂ

5S¢ in patients with

docreased m’ﬁ function (see CLINICAL
Sto 11

iatric patients with decraased renal
unction {see CLINICAL PHARMA-
COLOGY).

HOW SUPPLIED
MMGM m mg capsules ?}r‘!D:’»émlabi'eﬁ in:
batties
of 80 (NDC oﬁ’gzm& HDP& botties
of 100 (NDC 0088-1102-47), HOPE
zo“:tles of ﬁwgc 0088-1102-55); and
inum-| er packs of 100 (HDC
0088-1102-49). f
ALLEGRA capsufes have a white apaque
€ap and a pink apague body. The capsules
are imprinted in  black ink, with
“ALLEGHA " on the cap and “60 mg” on

ALLEG .30 mg tablets are available in
high-density polye! (HDPE)
of 100 (NOC 0088-1106-47) with a
ylene screw cap a
pulp/wax liner with heat-ssaied fofl inner
ﬁd M)Hv?i:;ls Dotties of 500 (NDC 0088-
06-55  polypropylene screw cap
containing a pulp/wax liner with heat-
seaied foil inner ssal.
ALLEGRA 50 mg tablets are avaitable in-
:&Pﬁ botthes of 100 (NDC 0088-1107-47)
H 4

::ﬁ fg‘dul’mlgm seal; and alu’mmum foil-
ister packs of 100 (NDC
0088-1107-49). :
ALLEGRA 180 mg tabiets are available in:
HOPE batties o 100 (NDC 0083-1 109-47)
with a polypr N8 SCAAW Cap contaming
2 pulp/wax finer with heat-seated foil inner
seal: and HOPE bottles of 500 (NDC 0088-
1109-55} with a potypropyiene screw caj
containing a pulp/wax finer  wil
heat-saalad fol inngr seal,
ALLEGRA tablets are coatad with a peach
colored film coating. Tablets have the
follawing unique identiiers: 30 mg tablets
have 03 on ane side and 0088 on ths other:
60 mg tablets have 06 on one side and
0088 on the attier: and 180 mg tablets have
018 on ane side and 0088 on the other
Store ALLEGRA capsules and tablets at
controlied room temperature 20-25°C
68-77°F). {See USP Controlled Reom
emperature). Foil-backed bfister packs
containing ALLEGRA capsules and aft
tabiet packaging should be pratected from
excessive morsturs.

Prescribing information as of February 2000

Aventis Pharmaceuticals ing.
{formerly Hoechst Manon Roussel. inc.}
Kansas City, MO 64137 USA

US Patents 4.254.129: 5,375,693 5578610
50018264




